ATTACHMENT A

Amino Acid Sequences of the Variable Domains of Bevacizumab



Variable Heavy

A.4.6.1 EIQLVQSGPELKQPGETVRISCKASGXIEIHIQMNWVKQAPGKGLKWMG
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Flab)=-212 EVQLVESGGGLvQPGGSLRLSCaASGIIEINXGMNWVRQhPGKCLBWVG
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humITY EVQLVESGGGLVQPGGSLRLSCBBSGFTFSSYhMSWVRQAPGKGLEWVS
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A.4.6.1 EIHIITEEETXAADEKBRPTFSLETSAS;AYLQISNLKNDDTATYFCAR
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humIII . VISGDGGSTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAR
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A.4.6.1 XPHXYGSSHWYFDVWGAGTTVIVSS

* %
F(ab)-12 XYPHYYGSSHWYFRYWGQGTLVIVSS
*® *
humIII G- EDYWGQGTLVTVSS
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Yariable Light

2.4.6.1 DIQMTOTTSSLSASLGDRVIISCSASODISNYLNWYQQKPDGTVKVLIY

4o * * W ek ¥
F{ab)-12 DIOMTQS5PSSLSASVGDRVTITCSASCODISNYLNWYQQFKPGKAPKVLIY
* * * L 1
bumKI DIOMTOSPSSLSASVGDRVTITCRASQSISNYLAWYQQRPGRKAPKLLIY
1 10 20 30 40

A.4.6.1 ETSSLHSGVP SRESGSGSGTDYSLTISNLEPEDIATYYCOQYSTVERIF

*k * kK *
F(ab}~12 EISSLHSGVPSRYSGSGSGTDETLTISSLOPEDFATYYCOQYSTVEWTF
Fes »~ P 2
hunkI AASSLESGVPSREFSGSGSGTDFTLTISSLQPEDFATYYCQOYNSLPWTF
50 60 70 80 30

A.4.56.1 GGGTKLEIKR
* *

F{ab)-12 GQGTKVEIRR

hunXI GQGTKVEIKR
100

Fig. 1. Amino acid sequence of variable heavy and light domains of muMAbVEGF
A.4.6.1, bumanized F(ab) with optimal VEGF binding {F(ab)-12] and human consensus
frameworks (humlll, heavy subgroup III; humkl, light « subgroup I). Asterisks, differ-
ences between humanized Flab)-12 and the murine MAb or between F(ab)-12 and the
human framework. CDR¢ are underlined.



